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ASEPTIC TECHNIQUE assessment

Purpose 

The following procedures are used to assess aseptic technique training and on-going competency. 

scope

This procedure applies to aseptic manufacturing technique. For further information about the (Insert manufacturer name) training program and procedures for competency assessment refer to Personnel and Training DOC49.
MATERIALS & Equipment
TSA plates for aseptic gowning assessment.
As listed on the Aseptic Technique Worksheet for processing assessment.
Routine production equipment is to be used in the clean room facility (ISO Class 7/8).
aseptic training

Manufacturing staff must successfully complete the aseptic gowning assessment and the relevant simulated processing assessment as part of the training program prior to commencing manufacture of product. 
Aseptic Gowning Assessment
Gowning and gloving procedures are a critical basic requirement of aseptic technique. Successful completion of the assessment is a pre-requisite for working in the cleanroom environment.
In Gowning Room

1. Unfold and don sterile gown ensuring the front and lower sleeves are not touched 

2. Put on inner gloves

3. Trainer to apply one touch plate to inner cuffs of gown and one to chest (2 touch plates).

In Cleanroom:

4. Put on sterile outer gloves

5. In a BSC, apply fingers of each gloved hand to a settle plate.

6. Perform procedure three times, re-gloving each time (6 settle plates in total). 

Aseptic Transfer, Filtration and Dispensing of Liquids 

This training procedure is used to assess aseptic technique when performing general manufacturing procedures in the cleanroom environment, such as aliquotting samples, centrifugation, transfers using a Smart lock, serum eyedrop preparation and reagent preparation. 
1. Using 20mL TSB and a cannula and syringe, aliquot 2mL into 10 x 10mL clotted blood tubes (SST).
2. Place the blood tubes in a centrifuge and spin for 10min @ 2500rpm.
3. Using cannula and syringe, collect the TSB from the tubes.

4. Transfer TSB into a transfer pack (vol. ~ 20mL) using a Smart lock.

5. Add an appropriate volume of sterile saline to give 20% solution and mix gently.

6. Using the Stericup filtration system, filter the solution. 

7. Using the multipipette, dispense 2mL of the sterile filtered solution into 12 eyedrop bottles.

8. Send bottles for sterility testing.
Bone Marrow Preparation for MSC Processing
1. Prepare a MSC culture as documented in MSC Processing using a 10mL aspirate from a bag of sterile saline to simulate the bone marrow product. 
2. Seed the density enriched simulated product into 2 tissue culture flasks. 
3. Maintain cell cultures as per below.
Cell Culture 
Assessment of cell culture technique may be performed as a separate exercise or as a continuation of the assessment of skin biopsy or bone marrow preparation. 

1. To replicate the conditions for MSC manufacture, two operators should perform the maintenance process at the same time in the BSC.
2. Take care to remove and replace lids correctly. Avoid introducing air bubbles into the media. 
3. At each media change, invert the cell factory to ensure that the lid is covered with media prior to incubation.
4. Incubate cells in a CO2 incubator at 370C.

5. Maintain 2 flasks with 15ml of media changed twice a week for 2 weeks.

6. Harvest and subculture into 2 factories as documented in MSC Processing. 

7. Maintain 2 factories for 2 weeks as documented in MSC Processing. 
8. At the final media change replace the media with TSB and incubate the factories for 7 days at 20-250C followed by 7 days at 30-350C.
9. Collect TSB from factories using a cannula and syringe. Inoculate aerobic and anaerobic Bactec bottles with 8-10mL samples.
Tissue Processing 

1. Using cannula and syringe, collect 40mL of TSB and aliquot 20mL into 2 x 70mL specimen containers.

2. Using disposable forceps and scalpel, dissect pieces (~2 x 2mm) of TSA.

3. Place one piece into each container.

4. Tighten lids

5. Swirl container gently for 30sec (15sec each direction)

6. Place two containers in an incubator at 37oC for 2 weeks and monitor for contamination. 

7. Collect the clear TSB using a cannula and syringe. Inoculate aerobic and anaerobic Bactec bottles with 8-10mL samples.

MAINTAINING competency 

Staff members’ aseptic competency is reviewed as part of the annual competency review (refer to Personnel and Training). The following are required to maintain aseptic competency.

1. Annual aseptic gowning assessment.

2. No products or reagents manufactured in the previous 12 months showed evidence of contamination introduced during processing (microbial contamination tests showed no growth/sterility tests passed). 
Test procedures
Label samples with the operator’s name, type of processing and sampling date. 
Record the information on the request form.
Aseptic Gowning Assessment

1. Complete a (Insert microbial testing facility name) –Environmental Monitoring request form. 

2. Send the form and the 2 touch plates and 6 settle plates to (Insert microbial testing facility name).

Sterility Testing
For transfer, filtration and dispensing of liquids. 

1. Complete a Sterility Test Request Form.

2. Send the form and samples to (Insert microbial testing facility name).
MSC Preparation and Cell Culture Processing Assessments
1. Complete a (Insert microbial testing facility name) Request form for microbial contamination testing. 

2. Send the form and inoculated Bactec bottles to (Insert microbial testing facility name).
acceptance criteria

Aseptic Training 

1. All plates sent for environmental monitoring testing must show no growth (0 colony counts).

2. All Bactec bottles sent for microbial contamination testing must show no growth.
3. All samples sent for sterility testing must pass the sterility test.

Maintaining Competency

1. Aseptic gowning assessment:  all plates must show no growth (0 colony counts).

2. Manufactured products:  no evidence of microbial contamination introduced during processing for any product or reagent manufactured in the previous 12 months.
Failure to Meet Criteria 

In the event that a sample shows growth or fails the sterility test: 

1. Scientist in Charge to review aseptic workpractice with the staff member.

2. Staff member to successfully complete the GMP training modules. 

3. Staff member to repeat the relevant aseptic technique assessment.

4. Staff members previously deemed competent may continue to manufacture under supervision, pending test results. 
reports
1. The Microbiology test reports are reviewed by the Production Manager or Scientist in Charge.

2. Record results of training assessments on the Aseptic Technique Worksheet. 
3. In addition, record any results used to determine a staff member’s initial aseptic gowning and processing competencies in the Competency Assessment section on the Facility Training Checklist. 

4. Record the following on the staff member’s Competency Record:

· gowning assessment results (reported on the (Insert microbial testing facility name) –Environmental Monitoring form) 
· any products/reagents testing positive for microbial contamination or failing sterility testing. 

5. Attach the Microbiology reports to the relevant forms. 
6. File the forms and attached reports in the personnel training records.
7. Record the aseptic training and competency assessments in (Insert quality management software name).

records

Training and competency records are maintained for each staff member by the Scientist in Charge. 
Records are stored in the Staff Training Record files. 
forms

(Insert microbial testing facility name) –Environmental Monitoring form 

Sterility Test Request Form FORM23

Aseptic Technique Worksheet FORM26

Facility Training Checklist FORM88

Competency Record FORM86

references

· Pharmaceutical Inspection Convention/Pharmaceutical Inspection Co-operation Scheme (PIC/S) Recommendation on the Validation of Aseptic Processes. PI 007-6 1 January 2011.
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